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N

B E BT ek FHAE TR £ % £ (knee osteoarthritis, KOA) 6948 AL%] . Foik: B 562 %69 120 4] KOA B H ke
B A1 ek Fr AL AR 25 AL LR, 40 60 )5 4 F) B R Ak HR AL A G A, ok 1 U, B R 3 R ESIRA 12 B, R 2
WEEHHATEREKEIN RN G A, SEFXTEARTREMIMNE REZ2N A TEREARE, HR]1E, &
R 1R, B RIERE ZBPAFLIR A EREH A E . 43 TE7TaF%57 12 BUGNE 2 48 % & 69 & 3 B R AL AL I3 4 (visual
analogue score, VAS) fo /% 5 K uk fo & #, & 3745 X % (Western Ontario and McMaster Universities, WOMAC) & % ¥ % 45 #3F &-, 5 )
& E kG mie A% - 18 (interleukin — 18,1L - 18) (M & 3R L B -F o (tumor necrosis factor — o, TNF — o) Fzr— &AL &, (nitric ox-
ide,NO) 7K -F , VA & $} B fu 3 4 #m i ( peripheral blood mononuclear cell, PBMC) # i 4= /& %& & B — 3 mRNA (matrix metalloproteinase
-3 mRNA,MMP -3 mRNA) &5 K-F, R O£ %A VAS 314 % WOMAC 34, 495772 408 H M £ ¥ 50 VAS 345 &
WOMAC 34 g, 18] £ 3 it 3 Z L (1=0.626,P =0.553;1=0.856, P =0.394) ;3657 12 BG4 35 LM % ¥ 278 VAS
4B WOMAC 343 & T vk F A (1 =9. 075,P =0. 00052 = 17. 149, P =0.000) , %55 12 J8 J5 havk F 4 I 4LHE % ¥ 20
VAS %4 % WOMAC 3% 53 354 77 57 %A% (1 = 10. 392, P =0. 000;: =19. 075,P =0.000) ; 7 2 LM % ¥ &R VAS 3% 5 % WOM-
ACIF 58 A E b, 2 - M A% F & (1=0.664,P =0.508;:=1.860,P =0.065) , @ik IL - 1B K-F, &5737 2 HELK
A EHnFIL -1 KFIE, ZF AL FEN(F=0.612,P=0.894), &7 12 BEmhFHmEEatIL-1g KFE%
FETAR, 2R A G FEN(F=16.986,P=0.000); [ .14 % % fik 1L - 18 K-F458 575 a7 44K (P =0.000;P =0.000) , 11 . IV
BEEAFIL-1B KPELBFMAK, ZFHRAEHFENL(P=0.075;P=0.161), 257 12 AEH B HMEEA E & aiF IL
—IB KL FEAL, £EF AL FEN(F=0.651,P=0.885), &5 12 A/E2 A EH hk IL-1p K-FIkik, £FA%itF
FTN(F=3.881,P=0.044) ; ok Ha A | (N BEH hiF IL- 18 KK T HHAM(P=0.008;P=0.000);2 41 .IVEZE
F o IL-1B RPIER M £ FAGHFENL(P=0.342;P=0.444) , @ feidk TNF —a KF, BFH 2 HERAN B E 0F
TNF — o KF b4k, 2 F A%t FEL(F=1.447,P=0.695) , 57 12 Bl )& huvk A4k Hu 2l & & fo i TNF — o K -F 558 57 w480k,
EFH %I FENL(F=103.189,P=0.000) ; [ . [l % % % fo ik TNF — o AK-F4538 57 57 A& (P =0.000;P =0.000) , 1 . V4 & %
% TNF — o K-F 5870400, 2 ARG FENL(P=0.281;P=0.079), 457 12 A5 HAMEEN EH ik TNF - o
KFLRF AR, 2F ARG FEL(F=1.065,P=0.786) , #&57 12 AJE6 2 A& & fuik TNF — o KFIL4R, £ FH % E L
(F=13.958,P=0.003) ; ok F4 i 1 (11 IVA & H do ik INF — o K-F34& T3 25440 (P =0.000;P =0. 000;P =0.018) ;2
AMB B L FE INF —a KPR, £ZF AL FENL(P=0.125), @hiF NO KT, 857372 LA B A & H fhiF NO KT
B, EFRGIFEL(F=0.505,P=0.918) , 477 12 B JE ok F AL & & f ik NO K-F L7 aTAk, £F A% &L
(F=25.740,P =0.000) ; I . Il %& &% ik NO K P48 75 9T HAK (P =0.000; P =0.000) , I . IV 2% & % o 7% NO K -F 538 75 7748
o, 2R R4 FZEL(P=0.080;P=0.121), %57 12 F/sH HABEEA & F b if NOK-F LGN, 2F LRI FE
SL(F=0.427,P=0.935), %57 12 A2 %&bk NO KPR, 2 F A4 FEL(F=5621,P=0.039); Ak &4k
I M &HfiE NOKFHIKTHHAL(P=0.000;P=0.000);2 281 . IV & F ik NO K-Frbdk, 008 £ F R4kt F &L
(P=0.062;P=0.226) , @PBMC MMP -3 mRNA /K-F, &5 i A&7 12 )G ,2 A& 28 %] &% PBMC MMP -3 mRNA K -F 1t
B EFHRGTFEZEL(F=0.002,P=0.999;F =0.033,P=0.998), &5 12 BBk FHE A % EEBHNEH
MMP -3 mRNA K -F 5457 57480, £ F 3 Rbheit FEL(F=0.029,P =0.999;F =0.002,P =0.999) , £&if: fnek F A G 57 F
P 37 KOA #9 P32 2 — T 482 il it B AP ik 2 TR fnig IL - 1B TINF — o & NO 7K, M #74) 2k B 2w iR = Fo 208 2R MR,
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Study on the mechanism of action of Jiawei Qing’ e Wan ( Jilif 7 ik L) for the treatment of knee osteoarthritis
SHUAI Bo,SHEN Lin, YANG Yanping, XU Xiaojuan,MA Chen,LV Lin, XIA Xue

Wuhan Union Hospital affiliated to Tongji Medical College of Huazhong University of Science and Technology, Wuhan
430022 , Hubei, China

ABSTRACT Objective: To explore the mechanism of action of Jiawei Qing” e Wan(JIIEE Mk IL,JWQEW ) for the treatment of knee os-
teoarthritis( KOA ) . Methods ; One hundred and twenty patients with KOA were randomly divided into two groups,60 cases in each group.
The patients were treated with JWQEW and Shaoyao Wan(Aj254L,SYW ) respectively ,one pill 3 times a day for consecutive 12 weeks. All
cases received skin traction and non-weight-bearing functional exercise in affected limbs during the treatment,and those patients who suf-
fered from unrelieved or aggravated knee pain were given Celecoxib capsules,1 pill once a day. Celecoxib capsules would be withdrew as
long as the knee pain was controlled. The knee pain visual analogue score( VAS)and Western Ontario and McMaster Universities ( WOM-
AC) osteoarthritis index scores were evaluated before the treatment and after 12 — week treatment respectively. The serum level of IL - 13,
TNF - o and NO and the expression of PBMC MMP - 3 mRNA were also detected at the same time. Results: There were no statistical
differences in knee pain VAS scores and WOMAC scores between the two groups before the treatment( ¢ =0. 626,P =0. 553 ;¢ =0. 856 ,P =
0.394). After 12-week treatment,the knee VAS scores and WOMAC scores were higher in SYW group compared to JWQEW group (¢ =
9.075,P =0.000;¢=17.149,P =0.000) . After 12-week treatment,the knee VAS scores and WOMAC scores decreased in JWQEW group
(t=10.392,P =0.000;z=19.075,P =0.000) . There were no statistical differences between pretreatment and post-treatment in knee VAS
scores and WOMAC scores in SYW group(¢=0. 664 ,P =0.508;z =1. 860,P =0.065). There was no statistical difference in the serum
level of IL — 1B between the 2 groups before the treatment( F =0. 612,P =0.894 ). After 12-week treatment , there was statistical difference
in the serum level of IL — 1B in JWQEW group between pretreatment and post-treatment ( F = 16. 986,P =0.000) . The serum level of IL —
1B decreased after the treatment in grade | and Il cases( P =0.000,P =0.000) ,while there was no statistical difference in serum level of
IL - 1B between pretreatment and post-treatment in grade [ll andIV cases( P =0. 075,P =0. 161). After 12-week treatment , there was no sta-
tistical difference in the serum level of IL — 1B in SYW group between pretreatment and post-treatment( F' =0. 651 ,P =0.885). There was
statistical difference in the serum level of IL — 18 between the 2 groups after the treatment( F =3. 881,P =0.044 ). The serum IL — 13 level
was lower in JWQEW group compared to SYW Group in grade I and Il cases(P =0. 008,P =0.000) ,while there was no statistical differ-
ence in the serum IL — 1 level in grade [l and IV cases between the 2 groups( P =0. 342 ,P =0.444) . There was no statistical difference in
the serum level of TNF — o between the 2 groups before the treatment( F =1.447 ,P =0.695). After 12 — week treatment , there was statisti-
cal difference in the serum level of TNF — o in JWQEW group between pretreatment and post-treatment ( F =103. 189,P =0.000) . The ser-
um level of TNF — o decreased in grade | and [[ cases after the treatment( P =0.000;P =0.000) ,while no statistical difference was found
in grade [l and[V cases( P =0.281,P =0.079). After 12-week treatment , there was no statistical difference in the serum level of TNF — o in
SYW group between pretreatment and post — treatment( F = 1. 065, P =0. 786 ) and there was statistical difference between the two groups
(F=13.958,P =0.003). The serum level of TNF — « was lower in grade | , Il ,and IV cases in JWQEW group compared to SYW group
(P=0.000,P=0.000,P=0.018) ,while there was no statistical difference in grade [l cases between the 2 groups( P =0. 125) . There was
no statistical difference in the serum level of NO between the 2 groups before the treatment( F =0. 505,P =0.918). There was statistical
difference in the serum level of NO in JWQEW group between pretreatment and post-treatment ( F' =25. 740,P =0.000) . The serum level of
NO decreased in grade [ and Il cases after the treatment( P =0. 000,P =0.000) ,while there was no statistical difference between pretreat-
ment and post-treatment in grade [l and [V cases (P =0. 080, P =0. 121 ). After 12-weeks treatment, there was no statistical difference be-
tween pretreatment and post-treatment in serum NO level in all grades of cases in SYW group( F =0.427,P =0.935). There was significant
difference in the serum level of NO between the two groups after 12-week treatment( F =5. 621,P =0.039). The serum level of NO was
lower in grade | and Il cases in JWQEW group compared to SYW group(P =0.000,P =0.000) ,while there was no statistical difference in
grade [ll and IV cases between the 2 groups(P =0. 062,P =0.226) . There was no statistical difference in the expression level of PBMC MMP
-3 mRNA between the two groups before the treatment and after 12-week treatment( F =0.002,P =0.999;F =0.033,P =0.998). There
was no statistical difference in the expression level of PBMC MMP -3 mRNA between pretreatment and post-treatment in both of the two
groups(F =0.029,P =0.999; F =0. 002, P =0.999 ). Conclusion: By down-regulating the serum levels of IL — 18, TNF — o and NO
through various pathways,JWQEW can inhibit cartilage cell apoptosis and cartilage matrix degradation, which may be one of the mechanisms
of action for treatment of early-middle KOA.
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apies , investigational



WEIEF2015F7 A%27 4% 7# J Trad Chin Orthop Trauma,2015,Vol. 27 ,No.7

(% 497)- 17 -

JEAE K B 715 R (knee osteoarthritis, KOA ) A
B 8 B2 2 BRI B A T R, 1B L R L
ANU§HE . Heppner 45 (1B 58 K, 76 KOA BRI
R R SRR 5T Y 25 2 5 R A M ) o T R A R
b — 2L RIS & B, KOA S5 25 20CR v i T i 5B 2
J K B R v, T HL O TR S KOA Ry ™ E AR
JE BRI

RZE KOA FR 3 fe oy ™ 3 19 lm AR AR hy 59 il
TfeREsS , i H AT KOA AT s 2 IR ik
B IBNRE A A PR E R R L
25527 HIRNATY KOA HA M s AR 7 2T 5 A R
BRI H o ARBFFER IR HKALIGST KOA A1
FHPLEI AT T WP ER T, BUSSSHiRE IF o
1 IERFER
L1 —RFER AW S 2L 120 1, ¥k
2013 4£ 6 J] % 2014 4 6 JAEAE PR R [ T s o7
B B IR AN B2 eI 7 Y AR, 55 48 M, Lo 72 i AR IR
(56.1+6.2) % Jifht(26.3 +4.8) D 5 B A2 4

O1 {3, e Ze M 41 451 A 5O 451, XU 4525 29 141
$i¢ Kellgren — Lawrence 23 FARME™ | T 9% 40 7] . 11 4%
36 i M 2% 26 5] | IV 2% 18 4], 4% Jr 22 42 = B fe
Zi Az .

1.2 Sk SR HISE E KGR 2 2 il € 1) KOA
RIS

1.3 AfE OfFE EREZHRE; QR ES S
AT RIS, 252 M R

1.4 HERRERE O ERER IR R 4551k
1) KOA 84 ; @& IF H A OG5 P & , 4R
JER MEEETE R 20 18 B AR SRR
S5 s QIE 3 AT N HEAT 1 T OGN 25 i A L O
JEE e O TR T AREE A H N R

2 K&

2.1 f®BISA RABHLECT R AR 120
5] 58,55 B AL 23 S IR 5 1 FLAH AT 25 AL, 140 60
B, 2 HBE LR, 2R Rt A
ATHE(R D) .

®1 2HKOA BEELHEMILE

2H 5] % M B A _ R e A Kellgren — Lawrence 43-2% (f4])
B4 (v=s %) (vxs,H) AR AR OB 9% % WH N
kAL 60 23 37 55.2%5.6  25.6+4.1 22 24 14 19 19 14 8
AT AL 60 25 35 57.1+6.8 27.1%5.4 19 26 15 21 17 12 10
K gt it X =0.139  ¢=1.671 1=1.714 x =0.334 X =0.587
Py 0.709 0.097 0.089 0. 846 0.899
2.2 GERIBIT R LA AN AT 25 FLZH 4o 11 ARk (Western Ontario and McMaster Universities, WOMAC )

TR T W ALRATZG AL, Bk 1L, BR 3 IR, S SR
12 J8, ARZ531R] 2 20 5 38 B AT R0 BB kA2 5| BAs
AEIREH R, R E ST AR R el , o
TR L2 45T FER AT I (O 3 i 245 R W)
25T 20120063 , HiA% 0.2 ¢) BRI 1 KL, K 11K,
PSR 5 S RIS 1k R 20k T A e, ek
I 25 A FE R AL AR 480 g Fh kb A 240 g,
IO HMEAZ 150 g F32: 240 g K5 120 g F12: 240 g, il
VERPERGFRZE 2, TS S AL il P+ AN BIRIT By,
BB K T A 25 IR 5T L 0, A5 100 g oK
B3 50 ~70 g KRB A . ATEALR IS MATE
B 100 g ATEGRY IR EE 50 ~ 70 g il -5 Ik 7 oL
R/MHLF KL

2.3 RI\RUE 0 TIRITRITRNRYT 12 G
I 2 4 B3 (A T PR LB A4 I 43 ( visual an-
alogue score, VAS ) H1 75 % K s 1 27 5 I Hip K5 K 2

BT RAGBOTA |, F 2 WU I rh g ikt )
BEE A4 E - 18 (interleukin — 18 ,IL - 1B) |
e SR FE I F o (tumor necrosis factor — oo, TNF — o)
F—4 LA (nitric oxide,NO ) 7K, LA KA1 A Il 5 4%
411 ( peripheral blood mononuclear cell, PBMC ) JJfi 4
J& E H M - 3 mRNA ( matrix metalloproteinase —
3mRNA ,MMP -3 mRNA) ik /KF, MM IL - 18,
TNF — o \NO 7K - 2R Tl 5k 4 922 W B 325 900 = , PBMC
MMP -3 mRNA 235 7KF- % I 3R & Wi =X s B8R
M,

2.4 HEEGITHSM SRA SPSS13. 0 B/ TR 4t
o, 2 B RS TR S Kellgren — Lawrence
SRR LR F X K, AR R RS 1
VAS P45 WOMAC ¥4 () 20 8] EL5R i ¢ K 50, i3
IL - 1B TNF — o \NO /K- J2 PBMC MMP -3 mRNA 3
TRIKF-1 LA R B AL X 2 156 10 7 25 0 #r, it — 25
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P LUK ] LSD—1 A6y, A 30 7K o = 0. 05,

3 &F R

3.1 BEXTEE VAS S R WOMAC 4 JAY7
FiT 2 2H 5 5 S0 VAS $E43 B2 WOMAC 3743 1
B, A 22 B TE g SR YT 12 JRJEATZ LA

T EATHEIR VAS 48 & WOMAC TE40 3 & Tk
WAL . VRYT 12 JEE MR T AL C T VAS
T4 Je WOMAC 453 Y4067 i KA 5 AT 25 AL I 2%
FPIR VAS TE4r K& WOMAC PE4M AT RTE Lk, 22
SETGIFE L WE2 K3,

K2 2HEKOA BERTHIEHXTARE VASTESLLE 5,5

a5 it _BRR DO VAS Py ¢ f P i
EL AL BT 12 B
Tk E WAL 60 4.6+1.8 1.9+0.9 10.392 0. 000
AjE LA 60 4.4£1.7 4.2+1.6 0. 664 0.508
¢l 0.626 9.075
P 0.553 0. 000

&3 24 KOA BERITHIG WOMAC 54UTA L v 5,5

WOMAC F850F-4>

25 %k e A 12 RS t{H P

JInuR T AL 60 53.8+9.4 26.6 +5.8 19.075 0. 000

BT 60 52.3+9.8 49.2 +8.4 1.860 0.065
1 0.856 17. 149
P 0.394 0.000

3.2 MmiFIL-18 KT  JRYTHT 2 4145 0 Il
W IL - 18 KL, Z R sit = L (F =0.612,
P=0.894) . 3697 12 JE J5 Ik 75 % AL 20 B8 3 1l v
IL - 1B S5iRIF R, 2R B G %8 X (F =
16.986,P =0.000) ; [ M@ &My IL - 18 KP4
YEITRTIEAR (P =0.000; P =0.000) , TN . IV 2% & 3 1fi
W IL - 18 K- 53897 AH L, 22 R TG iH2 = X
(P=0.075;P =0.161) , @Y7 12 JAJG AT 25 ALA & %

B M IL - 18 A SRR L, 2257 T4t
ETEX(F=0.651,P=0.885), JAJ7 12 G 2 4148
FNGE 1L - 1B K H A, 27 A Gt 2 L (F =
3.881,P =0.044) ; ink 75 WALAL 1 I 27835 1M 37
IL 1B KPR FAT AL (P =0. 008 ;P =0.000) 5
2 410 IV g M 1L — 18 7K e, A1) 22 530
G2 (P =0.342;P=0.444) . L4,

R4 2HKOA BEMBIL- 1B KTELLE x+s,pg » mL™

E IR AL 2k L4
it oo . B . UARA
% MED AR RI7 12 A s %k TRIT R RIT 12 JH e
I % 19 333 58 289 +45 21 341 £63 337 +61
1% 19 341 +66 271 +47 17 345 +74 339 +58
%% 14 391 +74 368 +66 12 402 £82 395 +79
V% 8 393 +68 376 + 64 10 398 +77 386 +78

1) 91 73 R ] Kellgren — Lawrence 532 b ifi:
3.3 i TNF -« 2KFE JRITHT 2 445900 834 10
5 TNF — o 7KV LUER, 22 R G200 L(F = 1. 447,
P =0.695), 047 12 Ji J5 Jnk 75 @ AL 20 B8 IS
TNF — o K F5IGITRIAH L, 2R A 5225 U (F =
103.189,P =0.000) ; I | Il 83 ML TNF - o /K
BAIFRTFEAR (P =0.000; P =0.000), I . IV %
M3 TNF — o AKF5IEITHIA L, 22 S g1t &
(P =0.281;P=0.079) ., iGJ7 12 JJa~j24 ILH &

PN BEE MG TNF — o K- SIRTTATAH HE , 22 57 648
TR (F=1.065,P=0.786), J(¥7 12 JiJ5 2
BFE MG TNF - o 7K LU, 2R A G223 L (F =
13.958,P =0.003) ; bR & ALLL [ 10 VR i
H TNF — o 7KL TAT 25 A4 (P = 0. 000; P =
0.000;P =0.018) ;2 4 Il 2% & 3 1L 7 TNF - o« K
HoA, 22 F G L (P =0.125) . W35,
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£S5 24 KOA BEME TNF — o KELE x+s,pg+ mL™'
= S Y bpa
el . B . AR
W% RS BIT 12 WG ks IBYT T BT 12 e
I %% 19 236 +43 153 +41 21 235 +42 228 +38
T %% 19 241 +55 149 £43 17 238 +52 231 £51
Mm% 14 284 +54 274 +47 12 298 +58 288 +52
Vg 8 274 +51 258 +48 10 288 +54 279 +48

1) 5155 2% % Fi Kellgren — Lawrence 4328 bridfis
3.4 I NO JKFE  JBITHT 2 445 B0 B LT
NO KV, Z F L4t #E X (F =0.505,P =
0.918) . JAYF 12 JEJE IR 1 LA 8 17 NO /K
FEIRITETAR B, 22 A et B L (F =25. 740,
P=0.000); I . T8 M NO KBRS RIFEAK
(P=0.000;P=0.000), Il .IVZEEIMTE NO K5
BITHIAR L, 22 R TG 2= L (P =0. 080; P =
0.121), G¥F 12 JaJ5 AT 25 ALZH 45 20l J8 4% 1L v NO

K-SRI RIA I, 22 7 G 2# R L (F =0. 427,
P=0.935), {697 12 JilJ5 2 485 g NO /KK Lk
B ERAGIFE L (F =5.621,P =0.039) ; fiibk
HIILA T THURF MG NO AL TA 25 L4
(P=0.000;P=0.000) ;2 411l . IV 8 3 13 NO 7K
FEHR, A 22 RIS L (P =0. 062; P =
0.226), WFE6,

%6 24 KOA BEIME NOKFELE x+s,pg - mL™

ok 518k 4.4 STE KA
s . B . SARA
%L VRIT I RI7 12 J)E ik TRYTHI aIT 12 )G
I % 19 105 =12 72 +6 21 101 +11 98 +9
4 19 104 +13 76 £7 17 108 =12 105 =10
m & 14 148 + 16 143 +15 12 143 +15 138 + 14
V% 8 133 +15 129 +13 10 13516 132 = 14

1) 91 739>k ] Kellgren — Lawrence 7328 bif:
3.5 PBMC MMP -3 mRNA 7KFE AT HI MIGIT 12
JJE 2 45 9% 3% PBMC MMP -3 mRNA /K5 H
B, A 22 R TG L (F =0.002,P =0.999;
F=0.033,P =0.998) . Y7 12 Jal J5 ok & i dL 4

AT ALLL A ) % MMP - 3 mRNA /K 5477
BAHEE , 225 ¥ JEGe 12 5 S (F = 0. 029, P =0. 999;
F=0.002,P=0.999), L7,

%7 240 KOA £:3E PBMC MMP -3 mRNA 7KF LR x +s

Ik E WAL ATEILA
ey . k. S . MEL S

% BT HI HIT 12 )G % BT HI BT 12 F)E
I %% 19 0.89 +0.34 0.78 +0.28 21 0.91 £0.32 0.88 +0.28
I 2% 19 0.85+0.32 0.79 £0.27 17 0.86 £0.33 0.87 £0.31
M2k 14 0.79 £0.26 0.73+£0.23 12 0.81 £0.28 0.80 +£0.29
|\ 8 0.78 +£0.32 0.71 £0.24 10 0.81 £0.31 0.79 £0.28

1) KT 43K Kellgren — Lawrence 432 bR ifE
4 T it TR, AR BB . AR A T A K

KOA J2 4% il P 38 R B 80H  J0R 40 i A1 2
JEOMVER T 1 B85 B A A S, DT 512 F) — Ao
KA o PRIl ST R P A R
FKRTE BN 32 R 7 i 0 A S RE B 5 |2 F8AH G
EIR o B 2 B g 40 R 240 i S0 ok R IR A AR
Wiz AN ) 2 45 5 TR e A BT R
TR BAL LA 22K B0 T B R RE AL R

PRF7E KOA {145 BILHE R o 38 35 35 00 0 4 o
FEFORBCE T B 898 18-S 2 A, nam i 9 5 A=
KFT REAMM MMP 2425 7 HiR# ",
IL - 18 1 TNF — o J&& OA Jjg #l i 7 v 41 0 20 B 3 it
WA AR LG 2 SR Y S LA A R 7
b, BEAR NO 114G B B 00 i B 4 L o 1 R DG
BB R AR A
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MMP J& FHURH B AR mHE 2R K,
MMP — 375 3CE ot 9 B A ok A% vhol OGS T, E g
R A B 2R T R Az O B 1, ATT S5 B0 SR A
BRI 2R, S R R R e
MMP -3 EZL7E OA K 1M B 40 g v 223k, [R] i 78
B AR A A A Ik, 7E KOA 548
OA EFE MM IE H, MMP — 3 ¥ B 3458 1E 5 4 B 12 7
L I ETEE R e W 5ia T PR EIE R &
FER .

IL - 1B RS I RN JE A 5 50 B T B, ik
P A R S DR 5 R A 0 LR T, R AR A
JLIE 5 4544 5 D RE 18 T4 1 Vi P R RE K R, T AR AR
BERE A | 3 OGR4 TR B, ini OA
PER TNF - o 76 KOA B &I A2 5 1L - 18 2
R, B — e AR S O AR A
SR BT, BT TNF — o 7T 45 Fof b 25
o B A AR R /s RO g g >

ST NO B 1 w5 m] 400 1 00 A0 e 1, o ek
B AT B AR, ST SR e v 4 i R
SRS L OB 00 o 55 o L5 A T — AL R 3R
IAHEHR,NO FEAE RN e LAY NO gl i S
%ﬂﬁazﬂ%/ﬂi‘zm‘m FEAR L - 1 sz AR H5 P07 1 2%

IR AR L A A A R R R
MMP““”— SR A e A i T AN
Y YN T X2 SRR QiR - F e e 1 8

TR AL AR P B B 3 IR B ZEAL S kb
B 2 LSRR B A I 212 AR R
A R . AR IR YT 2 AR
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